Introduction
Bladder cancer is the most common malignancy of the urinary system in the US, with an estimate of 81,190 new diagnoses and 17,240 deaths expected in the present year.
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guo et al muscle-invasive disease. 3 In addition, the outcome of bladder cancer after RC has been heterogeneous, and its prognosis is relatively poor, especially in high-grade and metastatic bladder cancer. In recent years, additional aggressive methods have been attempted to improve clinical outcomes, such as the use of neoadjuvant chemotherapy in MIBC patients, and early RC in high-risk NMIBC patients. 4, 5 However, these additional treatments run the risk of overtreatment, especially in patients with a good prognosis. Thus, it is very important to find biomarkers that can help clinicians to screen suitable patients for proper treatment and develop effective followup strategies.
In recent years, focus has been given in studying the role of immunity and nutrition in tumor prognosis. 6, 7 An increasing body of evidence has indicated that inflammation plays an important role in carcinogenesis and tumor progression. For example, inflammation was observed to regulate biological behavior at different stages of tumor development. 8 In addition, inflammatory cells and immune response have been considered to be correlated with tumor prognosis. 9, 10 Some studies have revealed that peripheral blood cells, including neutrophils, lymphocytes and platelets, may promote tumor cell proliferation, migration and invasion, 11, 12 and C-reactive protein (CRP), which is directly correlated to the circulating concentration of vascular endothelial growth factor (VEGF), promotes the development of cancer. 13 The albumin protein level assessment in the body can reflect the nutritional status of cancer patients, and malnutrition has been commonly observed in solid tumors, especially during cancer progression.
14 Furthermore, it is evident that malnutrition can weaken human immune response and phagocytic function, thereby impacting cancer patient survival. 15 Recent studies have highlighted the important predictive effects of some inflammatory and nutritional-related indicators such as the prognostic nutritional index (PNI), platelet-to-lymphocyte ratio (PLR) and neutrophil-to-lymphocyte ratio (NLR), on bladder cancer prognosis. [16] [17] [18] However, based on the correlation of inflammation and nutrition to prognosis, a new prognostic index, CRP/albumin ratio (CAR), has emerged to be an independent indicator of poor prognosis in different malignancies, including liver, lung, pancreatic, esophageal and cervical malignancies. [19] [20] [21] [22] [23] However, its potential prognostic role has not been evaluated in patients with bladder cancer. Therefore, in the present study, the investigators attempted to determine the prognostic role of CAR in bladder cancer and develop a new prognostic model, especially in patients with bladder cancer, who underwent RC.
Materials and methods
Patient selection
A total of 131 patients with bladder cancer, who underwent RC at the Urology Department of Shanghai Tenth People's Hospital between 2009 and 2015, were recruited in the present study. A written informed consent was obtained from each patient prior to enrollment into the study. This study was approved by the Medical Ethics Committee of Shanghai Tenth People's Hospital. Information on their clinical and pathological features, including age, body mass index (BMI), gender, history of diabetes mellitus, hypertension, heart and cerebrovascular disease, smoking history, histology type, American Society of Anesthesiologists (ASA) grade, pathological lymph-node status, pathological T stage and differential grade, was collected. Histological subtype was diagnosed by at least two experienced pathologists on the basis of the 1973 WHO criteria, while TNM staging was assessed using the American Joint Committee on Cancer staging system (seventh edition, 2010). Blood samples were collected within 2 days prior to surgery. Patients with acute or chronic infection, who received chemotherapy or radiotherapy before surgery, who had hematological and autoimmune disorders, or who did not have available follow-up data, were excluded. Moreover, patients whose clinical information could not be completely obtained were also excluded from the present analysis.
Follow-up and evaluation
Patient follow-up after RC was performed every 3 months for the first 2 years and every 6 months for another 3 years. Then, the follow-up was performed yearly thereafter. Postoperative investigations primarily included physical examination and imaging, in order to assess hydronephrosis and cancer recurrence. The last survival follow-up date was March 31, 2018. The study endpoints were PFS and OS, where PFS was defined as the time from the date of surgery to the time of disease recurrence, metastasis, or death, while OS was defined as the time from the day of surgery to the time of death due to any cause. CAR was calculated as the CRP/albumin ratio, PNI was calculated as albumin level (g/L)+5×lymphocyte count (10 9 /L), PLR was calculated as platelet count/lymphocyte count, and NLR was calculated by dividing the neutrophil count with the lymphocyte count.
Statistical analysis
X-tile software v3.6.1 (Yale University, New Haven, CT, USA) was used to determine the optimal cutoff values for NLR, PLR, PNI, and CAR. 24 
Results
Patient characteristics
The 131 patients included in the present study had a median age of 66 years old (range 58-75 years old 
The association between clinicopathological features and CAR
The X-tile software determined the following cutoff values: CAR, 0.2; PNI, 38.5; PLR, 210.9; NLR, 3.8 ( Figure 1 and Figure S1 ). Based on these cutoff values, the 131 patients were divided into two groups: low-CAR group (n=83, 63.4%), and high-CAR group (n=48, 36.6%). Compared with the low-CAR group, the high-CAR (>0.2) group was found to be significantly associated with older age, high BMI, T-stage, N-stage, lower PNI, and high NLR and PLR ( Table 1) .
Analysis of the prognostic value of CAR
The Kaplan-Meier analysis revealed the association of high CAR value with shorter PFS and OS (all, P<0.001, Figure 2 (Table 3) . Overall, the present analysis strongly demonstrates that preoperative CAR is an independent predictor for PFS and OS in patients with bladder cancer after RC.
Analysis of the prognostic value of the new index CART
Based on the multivariate analysis and prognostic models, it was observed that along with CAR scores, pathological T (pT) staging was also a significant predictor for patients with bladder cancer. Therefore, pT staging was combined with the CAR score, and a new CART score was created. The CART score categorization was performed, as follows: CART =1 (CAR ≤0.2 and pT staging = MIBC); CART =2 (CAR ≤0.2 and pT staging = MIBC or CAR >0.2 and pT staging = NMIBC), and CART =3 (CAR >0.2 and pT staging = NMIBC). This shows that a lower CART score is associated with a higher risk of bladder cancer. Based on this criterion, the CART score was analyzed based on the univariate and multivariate analysis. The Kaplan-Meier analysis indicated that the CART score is a significant indicator of poor OS in all patients (P<0.001, Figure 3 ). The multivariate analysis revealed that a high CART score was an independent risk factor for OS in bladder cancer patients (CART score =2, HR =0.264; 95% CI: 0.106-0.660, P=0.004; CART score =3, HR =0.371; 95% CI: 0.208-0.661, P=0.001; Table 4 ). However, these CART scores appeared to lose their predictive value for PFS (Table 5) . Overall, these present results imply that the CART score is a superior prognostic factor for OS, when compared to CAR. 
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C-reactive protein/albumin ratio in bladder cancer patients In order to further validate the predictive accuracy, a receiver operating curve (ROC) analysis for the area under the curve (AUC) was performed to distinguish between these two endpoint events, as shown in Figure 4 and Tables S1 and S2. The ROC curves that show the comparison of OS with the NLR, PLR, PNI, CAR, and CART pretreatment endpoints is presented in Figure 4 Importantly, no statistically significant differences in AUCs were observed between CART and CAR. In summary, this data indicated that the predictive power of CAR and CART was higher than NLR, PLR, and PNI for OS in bladder cancer. Moreover, between CAR and CART, the predictive power of CART was clearly higher. Hence, CART can be used as an independent predictor for OS in bladder cancer. This result revealed that the CART index can help to better perform risk stratification for bladder cancer patients, leading to better and guided treatment. However, for PFS, CAR was observed to be an independent predictor in patients with bladder cancer, and its predictive power was better than NLR, PLR, and PNI. Furthermore, compared with CART, CAR had a better predictive value for PFS.
Discussion
In the present study, using multivariate analyses, it was clearly demonstrated that CAR is an independent predictor of OS (P<0.001) and PFS (P<0.012) in patients with bladder cancer. In addition, AUC analyses further confirmed the prognostic value of CAR over NLR, PLR, and PNI in bladder cancer patients. Furthermore, it was also found that the new prognostic index created based on the combination of CAR and pT staging, called CART, was only independently associated with increased risk of OS in bladder cancer patients. Overall, it appeared that this new prognostic index can be more effective in stratifying high-risk patients, and can guide clinicians on specific postoperative treatments.
Typically, the role of inflammation in cancer has been proposed for a long time. However, more recently, the effect of inflammation on tumors has gradually gained more traction, 10, 25 which is probably due to the reason that the tumor itself is a chronic wasting disease, and inflammation may lead to malnutrition, immune deficiency, the production of growth factors and angiogenesis promotion. There is strong evidence indicating the importance of inflammatory cells in the tumor microenvironment, in which both the tumor microenvironment and systemic inflammation contribute to tumor progression and survival. 26, 27 As an important acute phase protein, CRP has been considered as a stable marker of inflammation, and its hepatic secretion appears to be controlled by IL-6. 28 In one study, it was shown that elevated levels of CRP may help create a favorable microenvironment for tumor cell proliferation and metastasis. 29 The 
Note:
The P-values were determined using log-rank test. Abbreviation: CaR, C-reactive protein/albumin ratio. High-censored an important prognostic influence in patients with bladder cancer. Malnutrition and inflammation inhibits the synthesis of serum albumin, which indirectly reflect the nutritional status of the patient, as well as the severity and prognosis of the disease. 31 Multiple studies have also demonstrated that hypoalbuminemia is an independent risk factor for the prognosis of bladder cancer. 32, 33 Data from the study conducted by Lambert et al 34 indicated that low preoperative albumin levels led to increased overall mortality and cancer-specific mortality risk, when compared with normal albumin levels. It has also been demonstrated that higher levels of albumin improve the body's defense mechanism, including cellular immunity, humoral immunity and cell phagocytic function. 35 Based on the above evidence, it could be realized that serum albumin levels may be a favorable risk factor for tumors, while CRP is an unfavorable risk factor. Based on this information, many studies have combined CRP with serum albumin to create new inflammatory prognostic indicators, such as the Glasgow prognostic score (GPS) and CAR. Both CAR and GPS have been considered as independent risk factors for 
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C-reactive protein/albumin ratio in bladder cancer patients the prognosis of various tumors. 36, 37 However, since the relationship between CAR and bladder cancer remains unclear, the investigators attempted to combine CRP with albumin to form a new prognostic factor in bladder cancer after RC.
In the present study, in addition to CAR, other prognostic indicators of inflammation, such as PNI, PLR, and NLR, were also analyzed, which have been widely studied in the prognosis of bladder cancer. The present analysis revealed that low PNI, and high PLR and NLR are independent prognostic risk factors in bladder cancer after surgery. [16] [17] [18] However, CAR was uniquely observed to be a superior prognostic factor in multivariate analyses, when compared to PNI, PLR, and NLR for OS and PFS in bladder cancer. Moreover, CAR depicted a higher predictive prognostic value. Next, the present study also revealed that CAR and pT staging are independent risk factors for the prognosis of bladder cancer. Therefore, the investigators attempted to combine CAR and pT staging with intent to establish a new index with more accuracy in predicting the prognosis of patients with bladder cancer after RC. The present multivariate analysis confirmed CART as an independent predictor for OS in bladder cancer, and the ROC curve analysis further validated its predictive prognostic power for OS, but showed no advantage for PFS. Since evidence of CAR-based clinical effects constantly emerge, it would be obvious to screen patients with different risks based on preoperative clinical pathology and CAR, which may help guide the use of early cystectomy. In the same direction, the use of the CART score can further improve patient stratification, and subsequently result in benefiting patients with higher risk of clinically localized diseases, by focusing on loco-regional and systemic adjuvant therapy in patients with the highest risk of regional and systemic failure.
Finally, the present study has some limitations. First, the present study is a retrospective observational study conducted in a single institution, which makes it prone to selection bias. Second, as the investigators were not able to regularly measure the blood cell count after RC, it could not be determined whether changes in the biomarkers based on blood cell counts have any predictive value. Third, the number of patients in the present study was relatively small. Fourth, it remains unclear whether the clinical applications of CAR and CART can be generalized for all bladder cancer patients, except for RC patients. Thus, the ability and accuracy of CAR and CART in the prognosis of patients with bladder cancer require additional independent prospective and multicenter studies, in order to validate these present findings.
Conclusion
CAR can act as new prognostic indicator for patients with bladder cancer after RC. In addition, combining the CAR score with pT staging, as the CART score, appears to be a more effective prognostic indicator for poor OS, but not PFS. These indicators also have the ability to stratify patients based on risk, and select appropriate treatment strategies for bladder cancer patients. Abbreviations: CART, CAR and pT staging index; CAR, C-reactive protein/albumin ratio; NLR, neutrophil-to-lymphocyte ratio; PLR, platelet-to-lymphocyte ratio; PNI, prognostic nutritional index; OS, overall survival. Abbreviations: CART, CAR and pT staging index; CAR, C-reactive protein/albumin ratio; NLR, neutrophil-to-lymphocyte ratio; PLR, platelet-to-lymphocyte ratio; PNI, prognostic nutritional index; PFS, progression-free survival.
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